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DETAILED ACTION 

Applicants' submission filed on 2/06/2006 is acknowledged. Claims 1-13 are pending. 
Claims 1-13 presently are under examination. 

Applicants' arguments have been fully considered. Rejections and/or objections not 
reiterated from previous office actions are hereby withdrawn. The following rejections and/or 
objections are applied. 

Claim Rejections - 35 USC § 101 
Enablement 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claiml-13 are rejected under 35 U.S.C. 112, first paragraph, because the specification, 
while being enabling for a method of associative analysis for a particular trait, tissue, and/or 
disease, does not reasonably provide enablement for a method wherein gene expression profiles 
are classified for false/potential/real positives without reciting specific trait, disease, tissue, 
and/or a criterium/standard for classifying as positives. The specification does not enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
practice the invention commensurate in scope with these claims. 

There are many factors to be considered when determining whether there is sufficient 
evidence to support a determination that a disclosure does not satisfy the enablement requirement 
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and whether any necessary experimentations is "undue." These factors include, but are not 
limited to: 

a) The breadth of the claims; 

b) The nature of the invention; 

c) The state of the prior art; 

d) The level of one of ordinary skill; 

e) The level of predictability in the art; 

f) The amount of direction provided by the inventor; 

g) The existing of working examples; and 

h) The quantity of experimentation needed to make or use the invention based on the 
content of the disclosure. 

In re Wands, 858 F.2d 731, 737 (Fed. Cir. 1988). 

The Board also stated that although the level of skill in molecular biology is high, the 
results of experiments in genetic engineering are unpredictable. 858 F.2d at 740. While all of 
these factors are considered, sufficient amount for a prima facie case are discussed below. 

a) The claims are broad because they are drawn to a generic method for associative 
analysis comprising identifying a plurality of differentially expressed genes and classifying the 
differentially expressed genes as false/real/potentially real positives. The instant specification 
does not provide specific guidance to practice the invention because it does not disclose how to 
classify differentially expressed genes as false/real positive without knowing a trait, stage of 
tissue, and/or disease associated with the gene expression. Without knowing for what "trend" 
genes are classified as positives, the associative analysis would require undue experimentation. 

b) The invention is drawn to a method for associative analysis. 

c) , e) Prior art analysis shows that classifying the differentially expressed genes as 
positives/negatives requires knowledge of a trait and/or disease. Prior art also supports complex 
nature of the assessing and classifying the differential gene expression. See, for example, 
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Dozmorov, Physiol Genomics, 12:239-250 (2003); Troyanskaya, Bioinformatics, 18(1 1):1454- 
1461 (2002); Xiao, BMC Genomics, 3(28) (pages 1-11, Electronic publication) (27 Sep. 2002). 
d) The skill of those in the art of molecular biology and bioinformatics is high. 

g) The specification provides an example wherein the instant method is used to identify 
genes that are differentially expressed between normal and dwarf mice. Thus, the specification 
does not teach a "general" classification of expressed genes as false/real positives without 
knowing a trait/disease. It does teach how to classify the differentially expressed genes as 
false/real positives for genes expressed in dwarf mice compared with the expression of genes in 
normal mice. 

h) In order to practice the claimed invention, one skilled in the art must randomly select a 
trait, disease, disorder, state of tissue, etc., for which the differentially expressed genes are 
classified as positives. This constitutes undue experimentation. 

Due to the undue experimentation required to obtain the goal of the invention in the 
absence of any recited trait, disease, or disorder, the lack of directions presented in the 
specification for how to do so, the complex nature of the invention, and the state of the prior art, 
the specification fails to teach one skilled in the art how to use the claimed method for 
associative analysis. 

Claim Rejections - 35 USC § 112 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 
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Claims 1-13 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

Answer to Arguments 

The instant claims were previously rejected as being indefinite because it was not clear 
whether "identifying" and "re-scaling" recited in claim 1 were intended to be active, positive 
method steps. Applicants argue that the specification on p. 9-10 discusses "identifying" and "re- 
scaling" as positive steps of the method. In response to the argument, it is noted that the claims 
do not recite these "limitations" in "active" voice. Therefore, it is still unclear whether the 
"identification" of outliers and "re-scaling" of the fourth step are merely intended results or are 
actually active, positive steps of the claimed method. Thus, for the reasons stated above and in 
the previous office actions, the rejection is maintained. 

Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in this 
or a foreign country, before the invention thereof by the applicant for a patent 

Claims 1, 3-5, 8-9, and 12 are rejected under 35 U.S.C. 102(a) as being anticipated by 
Xiao, BMC Genomics, 3:28 (pages 1-1 1) (27 Sept. 2002). 

Xiao discloses a method of assessment of the differential gene expression comprising 
steps of collecting gene expression profiles (p. 3-4), normalizing expression profiles in control 
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and experimental groups (p. 9),adjusting profiles to identify outliers (p.3, left col.), identifying 
similarly expressed groups from the control group (p. 3-4, fig. 1), identifying expressed genes by 
a t-test (p. 3-5, fig. 2-4 and p. 9-10), and classifying expressed genes as false positive using a 
paired and an associative t-test (p. 4 and 9-10). Thus, Xiao anticipates claims 1 and 8. Xiao 
discloses selecting genes that are expressed above a background and scaling expression profiles 
to an average profile of the control group (p. 3), thus anticipating claim 3. Xiao discloses 
adjusting profiles by applying regression analysis and a deviation from an aiverage profile (p. 3-4, 
fig. 1), thus anticipating claims 4-5. Xiao discloses an array (p. 1, 2), thus anticipating claim 9. 
Xiao discloses testing after identifying genes by the associative t-test (p. p. 4, 9), thus 
anticipating claim 11. Xiao discloses excluding outliers (p. 3), thus anticipating claim 12. 

Claim Rejections - 35 USC § 103 

Claims 1-4, 8-9, and 12 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Dozmorov, J. Gerontol,, 57A(3):B99-B108 (March 2002), in view of Alters, US 2002/0072484. 

The claims were previously rejected over Dozmorov and Alters. Applicants argue that the 
Dozmorov publication is not prior art. Applicants also argue that Alters does not disclose 
classifying gene expression as a likely false positive, real false positive, or potential positive. 

In response, it is noted that the Dozmorove publication relied upon in the rejection under 
35 U.S.C. 103(a) is different from the Dozmorove publication relied upon in the rejection under 
35 U.S.C. 102(a). Dozmorov, J. Gerontol, 57A(3):B99-B108 was published March, 2002, which 
is earlier than the instant priority date of 10/24/2002, therefore the examiner maintains that 
Dozmorov is proper prior art. 
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Applicants are reminded that this is a rejection over a combination of references. 
Dozmorov does disclose classifying expressed genes as false positive using a t-test (e.g., false 
discovery rate, type I and type II error, p. B 101, left col. and p. B102, right col.). Alters discloses 
that following data acquisition, variables are analyzed statistically by paired t-test, Bonferroni 
method, and t-test comparing the entire population (associative t-test) [0090]. Motivation to 
combine the references was presented in the previous office action. Applicants do not 
specifically address the rejection over the combination of references. The examiner maintains 
that Dozmorov and Alters make the instant claims obvious, and therefore also maintains the 
instant rejection. 

Claims 5-7 are rejected under 35 U.S.C. 103(a) as being unpatentable over Dozmorov, J. 
Gerontol, 57A(3):B99-B108 (2002), in view of Alters, US 2002/0072484, as applied to claims 
1-4, 8-9, and 12 above, and further in view of Wu, J, Pathol, 195:53-65 (2001). 

The claims were previously rejected over Dozmorov, Alters, and Wu. Applicants argue 
that the Dozmorov publication is not prior art. Applicants also argue that Wu does not disclose 
classifying gene expression as likely a false positive, real false positive, or potential positive. 

In response, it is noted that the Dozmorove publication relied upon in the rejection under 
35 U.S.C. 103(a) is different from the Dozmorove publication relied upon in the rejection under 
35 U.S.C. 102(a). Dozmorov, J. Gerontol, 57A(3):B99-B108 (2002), relied upon in the instant 
rejection, is prior art, as set forth above. 

Applicants are reminded that this is a rejection over a combination of references. 
Dozmorov does disclose classifying expressed genes as false positive using a t-test (e.g., false 
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discovery rate, type I and type II error, p. B101, left col. and p. B102, right col.). The examiner 
maintains that Dozmorov and Alters make obvious the method of claims 1-4, 8-9, and 12, as set 
forth above. Wu discloses the limitations recited in instant claims 5-7, as set forth in the previous 
office action. Motivation to combine the references was presented in the previous office action. 
Applicants do not specifically address the rejection over the combination of references. The 
examiner maintains that Dozmorov, Alters, and Wu make the instant claims obvious, and 
therefore also maintains the instant rejection. 



Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Marina Miller whose telephone number is (571)272-6101 . The 
examiner can normally be reached on 8-5, M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel, Ph. D. can be reached on (571)272-0718. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 




Marina Miller 
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Art Unit 1631 
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